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REMARKS 

Upon entry of the foregoing amendment, claims 1-15 are pending for the Examiner's 
consideration, with claim 1 being the only independent claim. Claims 20-40 are all cancelled 
without prejudice to or disclaimer of the subject matter contained therein. Claims 16-19 have 
been withdrawn from consideration. Claim 1 has been amended herein. Applicants respectfully 
submit that the present amendment introduces no new matter. In this regard, the Examiner is 
referred to, for example, page 22, lines 9-15 of the application as originally filed. 

Rejection Under 35 U.S.C. § 103(a) 

The Examiner has maintained the rejection of claims 1-15 under 35 U.S.C. § 103(a) 
as being unpatentable over U.S. Patent No. 5,707,644 ("the '644 patent") in view of U.S. Patent 
Nos. 5,424,286 ("the '286 patent") and 5,610,159 ("the ' 159 patent"). Independent claim 1 has 
been amended herein, thereby rendering this rejection moot. 

Without conceding the propriety of the rejection as to the original claims, Applicants 
respectfully submit that this rejection cannot properly be maintained for claims 1-15 as presented 
herein. Applicants respectfully submit that the Examiner has not established a prima facie case 
of obviousness for at least the reason that the Examiner has not provided a sound reason why a 
person of ordinary skill in the art would have combined the teachings of the cited documents, 
and, even if the documents are combined, the claimed invention does not result. 

On page 2 of the Final Office Action, the Examiner contends that: 

It would have been obvious to one of ordinary skill in the art to deliver exendin in the 
composition of Ilium [the '644 patent] containing insulin to achieve the beneficial 
effect of an anti-diabetic agent in view of Eng [the '286 patent]. It is well known that 
inflammation is associated with diabetes (See Moseley et al [the '159 patent], column 
13 lines 45-49). Thus, it would be further obvious to one of ordinary skill to include 
triamcinolone acetonide in the obvious composition to achieve the beneficial effect of 
treating inflammation associated with diabetes. 
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Applicants respectfully submit that the Examiner's position cannot be supported in 
light of the Declaration of Elliot W. Ehrich, M.D. Under 37 C.F.R. § 1.132 dated July 2, 2007 
and filed in the U.S. Patent and Trademark Office on July 9, 2007 (referred to herein as the 
"First Ehrich Declaration") and the Second Declaration of Elliot W. Ehrich, M.D. Under 37 
C.F.R. § 1.132 filed herewith (referred to herein as the "Second Ehrich Declaration"). 

Dr. Ehrich has over fourteen years experience in the biotechnology and 
pharmaceutical industries. He is currently employed by Alkermes, Inc. 1 as Senior Vice 
President, Research and Development, and Chief Medical Officer. Second Ehrich Declaration, <U 
1 . A copy of Dr. Ehrich's curriculum vitae is attached to the First Ehrich Declaration. 

The Examiner contends that "[I]t is well known that inflammation is associated with 
diabetes," citing to column 13, lines 45-49 of the ' 159 patent for support. The text of column 
13, lines 15-51 of the '159 patent is reproduced below: 

The compounds of formula (I) are also particularly useful in the treatment of pain or 
nociception and/or inflammation and disorders associated therewith such as, for 
example, neuropathy, such as diabetic and chemotherapy-induced neuropathy, 
postherpetic and other neuralgias, asthma, osteoarthritis, rheumatoid arthritis, 
headache and especially migraine. 

As explained in paragraphs 5 and 6 of the Second Ehrich Declaration, the Examiner's 
interpretation of the passage cited above from the '159 patent is contrary to Dr. Ehrich's clinical 
experience and education, as well as to the grammar and natural reading of the text. As Dr. 
Ehrich explains, "the Examiner appears to be making a false linkage between 'and/or 
inflammation' and 'diabetic and chemotherapy-induced neuropathy'." Second Ehrich 
Declaration, % 6. Based on his years of clinical experience and education, Dr. Ehrich concludes 
"that one skilled in the art of sustained release compositions and their use in vivo would 
understand the text of column 1 3, lines 1 5-5 1 of the 4 1 59 patent to be stating that the compounds 
of the 6 159 patent are useful for the treatment of diabetes-induced neuropathy (an abnormal and 
usually degenerative state of the nervous system or nerves)" and that "one skilled in the art of 

1 The above-captioned application is owned by Alkermes Controlled Therapeutics Inc., a subsidiary of Alkermes, 
Inc. 
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sustained release compositions and their use in vivo would not understand the text of column 13, 
lines 1 5-5 1 of the * 1 59 patent to be stating that inflammation is associated with diabetes." Id 
Dr. Ehrich explains that a "reading of the text at column 1 3, lines 1 5-5 1 that the compounds of 
the 6 1 59 patent are useful for the treatment of diabetes-induced neuropathy is consistent not only 
with the grammar and natural reading of the text, but also with my clinical experience and 
knowledge relating to diabetes" and that a "reading of the text at column 13, lines 15-51 of the 
4 159 patent that 'inflammation is associated with diabetes' is not consistent with the grammar 
and natural reading of the text, nor with my clinical experience and knowledge relating to 
diabetes." Id 

Applicants respectfully submit that the Examiner's position that "inflammation is 
associated with diabetes" cannot be supported in light of the Second Ehrich Declaration. 
Accordingly, the Examiner has not provided a sustainable reason why one skilled in the art 
would "include triamcinolone acetonide" in an insulin composition such as that disclosed in the 
'644 patent. Moreover, as detailed in the Secbnd Ehrich Declaration, one skilled in the art 
would have a clear clinical reason not to include a corticosteroid in a composition used to treat 
diabetes. 

As Dr. Ehrich explains in paragraph 10 of the Second Ehrich Declaration: 

Triamcinolone acetonide and hydrocortisone are both corticosteroids. The 
administration of steroids, including corticosteroids, makes it more difficult to 
maintain glucose control. Maintaining glucose control is critical for a patient with 
diabetes. A clinician treating a diabetes patient would avoid the administration of a 
steroid because that would make the glucose control more difficult to maintain. 
Inflammation is not a recognized consequence of diabetes. To the extent a diabetes 
patient required treatment for inflammation due to some other cause, a clinician 
would avoid a steroidal approach to avoid the difficulty with respect to glucose 
control associated with steroids. 

Therefore, one skilled in the art would not only have no reason to incorporate a 
steroid such as triamcinolone acetonide into an insulin or other formulation for treatment of 
diabetes, there is an affirmative reason not to do so as it would adversely affect glucose control, 
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the whole purpose of the administration of the insulin formulation. For at least the foregoing 
reasons, Applicants respectfully submit that the Examiner has not provided a sound reason why 
a person of ordinary skill in the art would have combined the teachings of the cited documents. 
As such, the Examiner has not established a prima facie case of obviousness and the rejection 
cannot properly be maintained. 

Independent claim 1 as amended herein requires that the sustained release 
composition be administered by injection or implantation that is carried out subcutaneously, 
intramuscularly, intraperitoneally, intracranially, or intradermally. In sharp contrast, the '644 
patent is limited to a drug delivery composition for intranasal delivery. As explained in columns 
1 and 2 of the '644 patent, the invention was devised to use the nose "as an alternative route for 
the delivery of drugs that will act within the systemic circulation." '644 Patent, Col. 1, Lines 49- 
51. Accordingly, the '644 patent focuses on "bioadhesive" microspheres that adhere to the nasal 
mucosa. 6 644 Patent, Col. 2, Lines 22-37. For at least this reason, Applicants respectfully 
submit that even if all of the documents are combined, the claimed invention does not result. As 
such, the Examiner has not established a prima facie case of obviousness and the rejection 
cannot properly be maintained. 

Moreover, the Second Ehrich Declaration makes clear that the composition proposed 
by the Examiner, based on the nasal delivery formulation of the '644 patent, would not result in 
a composition with release of the labile agent for a period of at least about two weeks as claimed 
in the present application (referred to as "the '571 application" in the Second Ehrich 
Declaration). As explained in paragraph eleven of the Second Ehrich Declaration: 

The invention of the '571 application is based upon the unexpected discovery that the 
release profile of a biologically active labile agent from a sustained release 
composition can be modified when a corticosteroid is co-administered. '571 
Application, Page 2, Lines 13-18. In the claimed sustained release composition of 
the '571 application, the corticosteroid is present only in an amount sufficient to 
modify the release profile of the labile agent from the biocompatible polymer and 
provide increased bioavailability of the labile agent. Such an amount is not sufficient 
for "treating inflammation associated with diabetes" nor is it sufficient for adversely 
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affecting glucose control. The corticosteroid is present in an amount that allows for 
natural diffusion and degradation of the polymer, minimizing or eliminating polymer 
degradation caused by foreign body reactions within a tissue, such as hydrolyzation 
by macrophage enzymes, thereby allowing for an extended period of release of at 
least about two weeks. The foreign body reactions within a tissue result from 
administration by injection or implantation, such as subcutaneously, intramuscularly, 
intraperitoneal ly, intracranially, and intradermal ly. One skilled in the art of sustained 
release compositions and their use in vivo would not expect a similar effect by 
administering to mucosal membranes (e.g., intranasally) because foreign body 
reactions do not occur on the surface of mucosal membranes. 

The Second Ehrich Declaration makes clear that the composition proposed by the 
Examiner, based on the nasal delivery formulation of the '644 patent, would not result in a 
composition with release of the labile agent for a period of at least about two weeks as claimed. 
As explained in paragraph eleven of the Second Ehrich Declaration, one skilled in the art would 
not expect a composition administered to mucosal membranes (e.g., intranasally) to exhibit the 
extended period of release of about two weeks as claimed because foreign body reactions do not 
occur on the surface of mucosal membranes. Moreover, the '644 patent provides no teaching or 
suggestion that the release profile of a biologically active labile agent from a sustained release 
composition can be modified when a corticosteroid is co-administered. 

For at least these reasons as well, Applicants respectfully submit that even if all of 
the documents are combined, the claimed invention does not result. As such, the Examiner has 
not established a prima facie case of obviousness and the rejection cannot properly be 
maintained. 

In taking the position that the First Ehrich Declaration does not overcome the 
rejection, the Examiner states on page 3 of the Final Office Action that "it is argued above that it 
would have been obvious to deliver the obvious combination independently of insulin as well." 
Applicants respectfully submit that the Examiner has not provided any rationale why one skilled 
in the art would replace insulin in the formulations disclosed in the '644 patent. There is 
nothing in the Final Office Action that discusses a formulation "independently of insulin." In 
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contrast, the Examiner states on page 2 of the Final Office Action that "[I]t would have been 
obvious to one of ordinary skill in the art to deliver exendin in the composition of Ilium [the 
'644 patent] containing insulin to achieve the beneficial effect of an anti-diabetic agent in view 
of Eng [the '286 patent]." (emphases added). The Examiner's rationale still depends upon a 
composition that includes exendin and insulin. For at least the reasons set forth in the First 
Ehrich Declaration, Applicants respectfully submit that the rejection cannot properly be 
maintained. 

The Examiner contends on page 3 of the Final Office Action that the '644 patent 
teaches that "controlled release can be adjusted by controlling by controlling [sic] the degree of 
cross-linking of the polymer matrix" and that one skilled in the art can adjust release rate by 
routine experimentation absent unexpected results. The '644 teaches modifying the cross- 
linking to delay the onset of the release of the drug from the microsphere, and provides no 
teaching regarding extending the time period over which release occurs to be at least about two 
weeks as claimed. 

Finally, the Examiner maintains on page 3 of the Final Office Action that the amount 
of the corticosteroid "sufficient to modify the release profile of the labile agent from the 
biocompatible polymer and provide increased bioavailability of the labile agent" is disclosed in 
the '644 patent because the present application discloses "0.25, 2, and 14% hydrocortisone" 
which the Examiner asserts is within the "range of active" disclosed in the '644 patent. 
However, the Examiner's reasoning is misplaced in that although the '644 patent discloses 
hydrocortisone and triamcinolone acetonide as drugs, these compounds are not suitable 
"enhancing materials" or "enhancers" as disclosed in the '644 patent. In particular, column 6, 
line 43 through column 7, line 1 1 of the '644 patent describe "enhancers" as "any material which 
acts to increase absorption across the mucosa," including "mucolytic agents, degradative enzyme 
inhibitors and compounds which increase permeability of the mucosal cell membranes." 
Preferred enhancing materials include lysophospholipids and acyl carnitines, with a suitable 
concentration from 0.02 to 20% w/v. Other enhancers are listed in column 7, lines 1-1 1, with 
concentrations up to 20% w/v. None of the "enhancers" disclosed in the '644 patent is a 
corticosteroid as claimed. The Examiner makes specific reference to column 7, lines 23-24, 
which refers to "suitable concentrations" of from 0.01 to 10% w/v for "systems that contain 
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active drug and mucolytic agent, peptidase inhibitors or non-drug polypeptide substrate singly or 
in combination." This passage does not refer to enhancers, nor corticosteroids. 

For at least all of the foregoing reasons, Applicants respectfully submit that the 
Examiner has not established a prima facie case of obviousness. Accordingly, the rejection 
under 35 U.S.C. § 103(a) cannot properly be maintained. 

CONCLUSION 

Applicants respectfully submit that the foregoing remarks demonstrate that entry of 
these amendments places the present application in condition for allowance, or alternatively, in 
better form for consideration on appeal. All of the stated grounds of objection and rejection 
have been properly traversed, accommodated, or rendered moot. Applicants therefore 
respectfully request that the Examiner reconsider all presently outstanding objections and 
rejections and that they be withdrawn. It is believed that a full and complete response has been 
made to the outstanding Office Action and, as such, the present application is in condition for 
allowance. If the Examiner believes, for any reason, that personal communication will expedite 
prosecution of this application, the Examiner is invited to telephone the undersigned at the 
number provided. 

In view of the above, each of the presently pending claims in this application is 
believed to be in immediate condition for allowance. Accordingly, the Examiner is respectfully 
requested to pass this application to issue. 
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